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THIS SfJECT?ON GINSENG SAPONIN INTRAVENOUS INJECTION AND THE METHOD FOR PREPARING 
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1 NOTOOtNSENO SAPONINS 

2 ADDING INJECTION WATER, ADDING CARBO 
BOILING 1 SMIN. COOLING AND FILTERING ' 

9 CONCENTRATED SOLUTION 
* SODIUM CHLORIDE 

5 ADDING INJECTION WATER. ADDING CAR BO 
BO0JNG 15MIN, COOUNO AND FILTERING ' 
0 MERGING 

7 MAKING UP CONCENTRATED SOLUTION 

8 ADDING INJECTION WATER 

9 DILUENT 

1 0 ADDING SOOIUM CITRATE. REGUALTlNG PM 
VALUE. THROUGH CAR DO STRATUM 

11 TMJ CK-F ILTRAT E 

12 THROUGH FILTRATION MEMBRAN 

13 .FINE-FILTRATE 

14 .POURING, ROLLING COVER. 111TC 30MIN 
ASEPTICIZE 

13 HALF-FINISHED PRODUCT 
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(57) Abstract: The present invention discloses a notoginseng saponin large capacity intravenous injection and the method for 
preparing this injection. The injection of the present invention consists of notoginseng saponin, isoosmotic agent, PH regulator 
the solvent of the .nject.on ,s injection distilled water. A refined injection is prepared through dissolving isoosmotfc S by" 
.nject.on d.st.lled water; add.ng act.carbon. filtering; adding notoginseng saponin in the filtertes. agitating to dissolution addina 
prepared filtcnns to clanfi «it>°n> asepticizing, packing, then notoginseng saponin large capacity intravenous injection is 
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(57) mm 

±^&mmpm&mm, m^±.&$km% 0.1 m g -i4.o mg <ui. a g i it> 
/mi m/^-t;^-^^, 7.5-9.5mg/mi &jmmm, 0.2- 
o.5m g /mi WpHtt^M^; ^fm&mm^mM^^mmmmyKo ± 
^-'t^m^&mm^m^ en m^mmm^Kmmmmm, i&z. 

50-300mg/ml, ^^*nAyg^, JJ*; (2) ag$fc4»JnA=-b 
^^^J0.1mg-14.0mg(yRglit)/ml, iSB#8FA? ; (3) 
pH iim^^J, <J6^1^^7 0.2-0.5mg/m1, ^fct&tM^BJI, 37c 
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4" !§H-b37 Mnf4tt^ ( Panax notoginseng(Burk.)F.H.Chen ) flW 

m% "ffi&", mm^fo "m&"<, &u, n*» ^hsb, 
Hi+is^f*, #r*«y*x^ra, #w«/«#wii&*n&jst 

ilW^i^. -Mttfel^ BUR. saM^flfc&B* 
»*&JffiWiRH^IFf*itt3ffiX-*H^ 2002 ^Sg 12 #jg 4 »j) „ 



WO 2004/098623 
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&9tiwft±. 1999, %m&Bmm%&%&#}mm&&mffio 
&m&&. 34 do) i o m&mti&&2H&Qimm*%&w&mE,&. 

mmm, mfcmwm^Mfe, &#^ 0 io% 

nmm&MmnA&Mm eotiw ph i^m^m^^mo mtmto 

&£, 1993, 9 (4) , 25-27) , jfcfls &faftmm&M3£fi<&&mjll\ 

te. fcfc+j^&ji^ fi^SS^t/, iM^i&MM*. = 

^^*i : ait*^^ic#i±3i4'in^r3fi#^3S w ph p h m 
it), x&mm^&nm&m 

MM 

pHfl[ilStt=-bjBL*WJBcftlt«[. 

**WJ?fii«fl«I=-bJ6* : a ! »«:ttlt* f «*±**B|^ o.l mg 
-14.0mg Rgl it) /ml WE-b^^f, 7.5-8.5mg/ml ffj^ 

^^0.1-0.5mg/ml^pH{t^^M; 0ft£&4ttftfflttftij 
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JfiftH^&J&^Mfcjftttft* 1.4mg (WRgl it) /ml; ffi 

^^7.5-9.5mg/ml5lfB], ffcjft^^ 8.5mg/ml; pH {tll^M 

fti&^fi 1 *^, fftMHA 
^^^0.1-0.5mg/ml, 0.3mg/ml. 

m m&mmmmfcmnmmm. ^mrn^j 8o-3oomg/mi, ^/gap 

AyStt^, (2) rtft+JnAH-bJSW. f 0.1 mg- 

14.0 mg (UARgl if) /ml, jftftftft, (3) jJOA pH ffifrgftlJ. ffct* 
^O.l-0.5mg/ml, *&JgfctafcMjf IB, 3*Bh ^,&P#£'JH-t&i« 

±^tt4»Jff3iWJWttj&W*«ttti«, ^^^8.5mg/ml ; #r 
pH fitt£ftJfttfM*tf|. 0.3mg/mlo 

fkwmmRBmmm^mffiB&Mm-Mmfo&ftn imi o.img 

- 14.0mg H-fcjB-W (WRglit)o 

tT«, 140mg-350mg (H-b&^BO, -0 1-2 
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£0, fcSTHttWpmft, ^«^*Ttt#*HpH<lTPlro«=-b 

MM 
i Mm 

H-b&J^ (IsJlRgl if) o.lg 

tffclHft 0.3g 

Hifctt 7.5g 

o.8g 

&ltffi«§7.K (JtaM) 1000ml 

100ml/mg,$jgjQA0.4gltt^m £ 

**+inAo.ig=-b£JM : (WRg.it), ^Ao.3 g 

t?*»4ft, MffllWMpHH^6.0, iPzKS 1000ml, a 
0.4gMStt^I, 33t0.45nm^0.22nm6<J^M}tBJ, «$HM00ml 

ljg** 

H-bJ&^ff (UARgl it) l.Og 

ftmnoi o.3 g 

*4fc« 8.5g 

0.8g 

(IPS) 1000ml 
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100ml/mg,^;&PA0.4g^tt^, >HP. fttt, * 

Jfc. atSE+AlAl.OgH-bj&JfelF (UARg,it), JpA 0.3g 

*?*K*ft, *A¥^a;ftfli«*«r«pH^6.0, ^P7jcM 1000ml, & 
0.4 g ^itt^I, a 0.45nm & 0.22nm toafcHBSSU!, m&¥ 100ml 

Itt^ $LM, no &£. ^SuBPHsaH-bA^Wftttflt 

ft. 



1.*** 

H-b&J^f CUJL Rgl it) l. 4 g 

0.3g 

tMfctt 8.5g 

o.8g 

&ltfflH^7K (#PM) lOOOml 



tt8.5gMi, ipA&|}ffi»§7j<, tttf, ifctJfcjgfc 
lOOml/mg^^PA 0.4g tfjyg'ft^, «#W3Jg*i», J^iP, fcttt. * 
ft. ^I't'iPAl^gH-t^f (UlRg.if), mftmMo }PA0.3g 

##^Jlfi*Wfc#li&?fciH pH ^ 6.0, tekM 1000ml, & 
0.4gWJgtt3fcJg f &0A5^R0.22vim&}mmm.MW, 100ml 

^uM 1 ^, $LM, no 3*fl&, 4«, ^&,BP?#iU=Hs&Ji^#j&£^ 



H-fcjBJfe^ (WRglit) 3.5g 
ftWMQl 0.3g 

8.5g 

Sttlfe 0.8g 
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^mmmwK cjqs) iooomi 

200ml/mg,^^ jJO A 0.4g ^*P, ilj*, * 

«««t> iPA 3.5g H-tjS*! 5 ( WRg.it), #pA0.3g 

tmmm. mm^mmm.^mmmmpum.^ e.o, jp*s iooomi, a 

0.4gW«tt*» f J±0.45|im&0.22|imfl«I*|)tSa|li, 100ml 

nftjK'f. *lm, no urn, ttm, &m,%mm='t&m : fiffrB&tt 

"Mo 

iJC*4 

H-b&*f (WRglif) 7 .0g 

#*K4ft 0.3g 

Uttti^ 9.5g 

*&1£#c l.Og 

(£pM) 1000ml 

200mIAng,^BiPA 0.4g WflHt« f «#*&43S:fti», ^ip, j±«, * 
^, JP A 7.0g H-fcj&Jfrff (WRg.if), JpA0.3g 

*»/ffffiSftft*ft*«iipHte3f6.0, *P7XM 1000ml, & 
0.6gKjf&tt3fcJI, 3l 0.45|jm & 0J2)im MttlKSfi W, $1=^ 100ml 

j*. ftfe 100ml, 20000301c l»iflcffl=-bJ»J&l : ft»**fl«fc» 

350mg/250ml ( 0l=-bj&Jfr£i|-), -0 1~2 28^—*? 
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(2) £tt3)4fti SD^BIISOJR, 280.45 + 14.91 3£, 

Wte, + *nfcffcj*&. =-fc£*Wtt&#*iaA*BJi» 250ml 
H-b&il^SOmg), BP = -b^=g=350mg/60kg/B. jzm^&MM: 
350mg/60kgX35/6^34.03mgH--b&^ : g7kg, A> «K «Jfi#3iJ^ 
34.03 X4=136.12mg/kg, 34.03 X2=68.06mg/kg> 34.03 X 1=34.03 mg/kgc 

MMftttM, J&AMM: ^t&lOml (^£|§10g), f02^, BP20g 
^^/60kg/Bo R#J*: 20g/60kgX35/6^1.94g/kgo 

(4) £fft£*#i Sffl25t:, ia«60%-70% 

(5) 3fe|&5firfe 

SD^^150K, HH#4&> #S 282.11 + 14.77 ltt*l#* 6 

a, TO25K, *— fi^fi^TMa. izia^iit, tEi^t^ 
ttimwm&&%}B, %m&m, «t&»m& sx&x&m <eb) 

50mg/kg, IW&IJtfW 486u/kg, 5 frtyj5%;&\%jm&&mmmiB.&& 

{&mmmmm&mt, mnm^mmik 2.5ml, f^^^nfe-^ 

GfoMlsmteT 5n& Wffl&+ . 45 s C^W48/jN0t, #§|l]^B«Jg, ^ 

JSBLhi* JqAHCifr 1.5ml, 9l±*»3E#^$Hfc#ftth±lfcfe 

(620nm), fB^^tt^TMM^KttAaHMJSffi'd'ft. 
ST 110'C^^MtW, M^Mi5it^0^7X»%= (fliSM-Jft 
^FM) /SJMxiooKJMtt&ft (MS/l00g#M) o 
(6) 
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MM (EB) ^Stfjl^ 

m^KMRmm eb **&mk, »t^±WM^<ftiw, vtw^im 

%%im3t'>, mm&mmfr, ^w^meM; vmrtm&R^-t 
mm, tofcmi*mrjz#tom2M, iirti^w, mmnmw 
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mm 


ftJSGng/kg) 


EB^fi( g/gjfiffi» J 


»*&»<g j®/ioog wm 


B37K*(%) 






12. 10±0. 56 


0. 64 ±0. 02 


81. 17±0. 60 






6. 81 ±0. 75*** 


0. 55±0. 02*** 


77. 14+1. 00*** 




1940 


10. 56 ±0. 49*** 


0. 64+0.01 


80. 09 + 0. 73*** 














34. 03 


9. 81 ±0. 39*** 


0. 63±0.01* 


80. 44 + 0. 60** 














68. 06 


9. 61 ±0. 32*** 


0. 60±0. 01*** 


78. 63 ±0. 57*** 














132. 12 


9. 55±0. 31*** 


0. 60 + 0. 01*** 


78. 99 + 0. 73*** 



*-%^M^itLp<0.05.**p<0.01.***p<0.001 



5 mr> &mo 

mr£F, Mft 100ml, ftk-^ 2000030K l^ffiH-b^^^Jt^ 
»^^l;»y± 350mg/250ml (lUH-b^^if), —0 i~2&, 28 
io ^-m§o £M&£§^t^Affll» mg/kg-mg/m 2 $f&@^it 

+*D**J*fc. J&AftJ*^ 250ml, 1W Bo BPH-hAW 350mg/60kg/ 
Bo jtmm%(Dmmm: 350mg/60kgX35/19^10.75mg H-bjBJfrff 
/kg; dMft#J*&: 10.75 X l=10.75mg/kg ; ©^fflMi&i 10.75 X 
15 2=21.5mg/k g; <D£jfti*^ : 10.75 X4=43mg/kgo l|fiffiffJ|^ 5%H~b& 

lOg/ml, ftfc^- 960812) **NR. «A#J**^ 10ml 10g), 2/B, 

BP 20g/60kg/Bo ^^Jfi®^^JSs 20^60^X35/19^0.61^; (5) 

20 £25*11*: 0.61 X4=2.44 g/kgo £SSt*&ltfc, tt#ERfMatt£j*, 
ftfc-^ 20000926, 

(2) $&3)4ft: «jK^^#^30K, #fill~15kg, m# 
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(3) *0*f^g6O%~~7O%, 

Ait£SiB*&, m^r RM-6000, a*ft*tt&ftJ*amft#r4t 

(5) ffi»Jft&|t, ^I5#*R& 30ml/kgo 

(6) £|&X<fJtft: WttX*JS*MH^#3*£«fife7K. fflWf,^ 

(7) g&mnmft 

(8) %%klj& 

Hlft»'&*«&]lft«'fr%ffl. RM6000 AM^M^MiSL 
toSfc&tt¥i$J!iL«fc*. 'C?*ffl&JflLiBEIl3ejg, -ia^IE^il^JF$^#E 
15min. 30min 2£ 60min #^I^^JMl$EM, JfiLffi^'C,^. 

(9) 
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&m 3, 4. 5 asm, =*&± s &&K&mtL&mmm.&&m ismin 
^^mmmitm^mmT^ cp<o.o5), cams 
m*m&i&m 5min mtoskmT&mmv\-¥MX), m^&mmRm*, 

m 2, =^&^mmttmttjfcmjt>b^&)mfo (beats/min, X±SD) 



5rain 



15min 



30min 



60m in 



mtmmm 212±12.3 213.5 + 10.? 213±12. 7 211.8±12.4 209±H 209.5±12 

m&M®M 202.2±16.35 195.2 + 17.51 196.2±15.56 195±16.67 191.4±15.06 191.2+12.87 

i&m&m 204+20.86 204.67 + 21.22 178. 67± 17. 87*" 178. 33 + 15. 74*" 189. 33 + 14. 68 202.67±17.99 

*mm®. 193.83±17.85 189.5+20.60' 193.33 + 27.75 194. 33 ±24. 68 195.5±21.87 193.83 + 21.89 

^13^^200. 83 ±13. 83 178.5+28 181. 33±32. 78 196.17 + 12.17 195.83±9.5 198.67+15.11 

io ^mmjBim, *p< 0 .05, ** P <o.oi; nm^mmmm, *p<o.o5, 

8# P<0. 01 

3> =^&^&B&mmmmmjti&mm&}&m (K Pa , x±sd) 





& -m m 






m 




Ss 








5min 


15min 


30min 


60min 




20.8 + 0.9 


21. 1 + 0.9 


21.0 + 0.9 


20.8 + 0.9 


20.6 + 0.6 


20. 7 + 0. 8 




21. 1 + 0.8 


18. 5±2. 5 


20. 1±0. 8 


20.7 + 0.7 


20+0.6 


20. 5±0. 5 


mmm 


20. 7 + 1. 3 


18. 1±2. 3 


14. 1 + 4. 2* ra 


15.4+4. 5*° 


18. 7 + 3. 3 


20.9 + 1.4 


*%mm 


21.3 + 1.6 


16. 4 ±2. 7* 8 " 


17. 7 + 2.9 


20. 3 + 1. 1 


21. 1 + 1.0 


21.2±1.4 


mm®. 


21.2 + 1.4 


15. 3 ±3. 5*" 


19.5 + 2.3 


20.9 + 1.3 


20. 9 + 1. 3 


21.5 + 1.0 



## 



15 



P<0.01 

4, =^&^mmttmttmMXi$^fcMBvft (K P a , x±sd> 

m m % w — — - 



5min 



15min 



30m in 



60m in 



11 



WO 2004/098623 PCT/CN2004/000409 



lyj IX* J !\™Ql 


1 ^ -4- 1 9 


1 1 £ -t- 1 1 
10. Oil. 1 


16. oil. 1 


1 O Oil n 

13. 3 + 1. 2 


13. 3 + 1. 1 


13. 4 + 1. 1 


[(ri int- 0-4- uu 4-n 


13. 2± 1. 4 


11. 5 + 2. 0 


12. 8 + 1. 8 


13. 5+1.6 


13+0.8 


13. 3±1.2 




14.0+1.8 


12. 6+2.2 


8. 7 + 3.4*° 


10. 1±3.4 


11.3+2.6 


13. 6 + 1.0 




14. 3+1. 5 


11. 0±2. 6 


12.0+2.4 


13.4+1.0 


13.4 + 1. 1 


13.9 + 1.5 




14. 4 + 1. 9 


9.9+4.6 


12.8 + 2.2 


14.2±1.9 


14.0 + 1. 5 


14.2 + 1.6 


gtWomBttn, *p<o.05, **p<o.oi ; -^PJtt^^Jifcb^, # p<o.05, 

* # P<0.01 








(Kpa, 


X+SD) 






& m m 






m 




IS 








5min 


15min 


30min 


60m in 




16. 3 + 1. 0 


16. 6 + 1. 1 


16.6 + 1.0 


16.6 + 0.9 


16.3 + 1. 2 


16.4 + 1. 1 




16. 2 + 1. 1 


14. 1 + 1.9 


15.7 + 1.2 


16.0+1.2 


15.7+0.5 


15.9 + 0. 8 




16. 1 + 1. 5 


15. 3 + 1.8 


10. 7 ±3. 5* w 


12.4±3.8 


14. 1 + 2.4 


16.9 + 1.0 




17. 5 + 1 


13.6+2. 7* 


14.2 + 2. 3* 


16. 1 + 1.3 


16.3 + 1.0 


16.6 + 1.2 




16. 6 + 1. 1 


12. 3+4. 1 


15.5 + 2.3 


16.8±1.5 


17.0 + 1.4 


17.3 + 1. 1 



^WiM^lt^, *P<0.05, **P<0.01; ^m®LMmj&lt%t, # P<0.05, 

5 ^P^.Ol 

mm^n (p<o.o5), &*=^&^m*&mmi^ *mm*&°smw 
smin, mmMmmmw i5min, ^Bxmm-mMm^mmyK^o 
i o ^ 6> =^&m^Bm&MmMmMjtmfaffi.m&Bufo (mi/g/mm , x+sd) 

& m m m fs 

BP^'J 5min 15min 30min 60min 

MttWia 1.83 + 0. 17 1.84 + 0.17 1.85+0.17 1.87±0.20 1.93+0.22 1.85+0.17 
PlilttatM 1. 78+0. 14 2. 23 + 0. 15**° 2. 21±0. 14**° 2. 12+0. 09**° 2. 07+0. 09* 2. 00+0. 12 
tefclfiffl 1.92+0.22 2.26 + 0.22*° 2.23+0.21° 1.94±0.21 1.96 + 0.17 2.08±0.26 
^jftlSffl 1.82±0.21 2.34+0.13**°° 2.28+0.09**°° 2.10+0.17 1.91+0.22 1.91 + 0.20 
ffiftjgffl 1.85+0.25 2.33 + 0.27*° 2.27+0.25*° 2.24+0.23*° 2. 00± 0.33 1.97+0.36 

WmWmwM, *p<o.o5, **p<o.oi ; ^mWMmMWW. # p<o.o5, 

* # P<0.01 



12 
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m& (p<o.od, foWftm-Mmmm^mja ismin, fcjgxs 

^l^myKW- (P>0.05) o 

=^&^&MmttJfcMJtmsfn.^m±i&)Bvfa (x±sd) 



M m 



!El!l Sjin 15min 30niin 60min 

mmmm 9. 0Q±0. 56 9.07 + 0.61 9.04+0.64 8.97+0.76 8.58+0.86 8.89 + 0.60 

m&MWM 9. 10+0. 54 6. 33 + 0. 81**" 7. 13+0. 32**" 7. 37+0. 47**" 7. 61+0. 27** 7. 99+0. 27* 
mm.®. 8.43 + 0.35 6.79+0.82**- 4.91 + 1.68**= 6.43 + 2.02' 7.35 + 1.60 8.33 + 1.30 
*mm® 9.82 + 1.38 5.76+0.91**" 6.22+0.90**" 7.71+0.79* 8.67+1.11 8.81+0.92 
mm®. ^9. 13 + 0. 91 5.20 + 1.42**" 6.84+0.93**" 7.58±0.62*° 8.79 + 1.48 9 22± 1 78 

Wrnmjs&W, *p<o.os, **p<o.oi; ^m&rtm&tm, # p<oos, : — 

## P<0.01 

CIO) gf it 

7*. Aft 100ml, Jtk-t 20000301c ^^ffiH-h^^^^^^^ 
350mg/250ml ( WH^&J^it), -0 1-2 28^-5(7 
^i&^^aat*«^^*JE^»W 2.5%, 1.25%fP0.63%^ 
St. MA4-C^fl^ 0 2ml/£, #ml 

K##i gf r^7lcj^!5ikWPS^wiJi#t, ftk^.. 0007001 . m 

£&&Mt Mfrttwmm, ^4500000, m&}*&. ~mm 

mft (ADP) Zftft, FARCO^p a 0o jFF«« v *BE29^:JbftXjft 
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(2) £i£3)4ftr 

BW#<hR, ftS 18-24g, «ttt ( 3 ) W4ttt <*) SD* 
ft. « 190-260g, £*#^„ 2.0-2.5kg, * SfcJS. 

t&*TO#£;ftJ83fc&. JlAftftF. MMfilfete 20-25 1C, 
WIl45-65%, fi^f, fAflo 

(3) H-b^^W#^M»J*^g 

3> 350mg <=-fc&JMF) 1-2 &/3*. ftJBH^gJ&^tt&lttlK 

1) 'hMmMM: *ft^&g=350/60X35/3=68mg/kg, <hftteftl 
4=68 X 1=6 8mg/kg, 'hlt4 , ft!Jm=68X2=136mg/kg, /Jn UMMM=68X 
4=272mg/kg 0 

2) %%mmmWL'. All^$:*=350/60X35/6=34mg/kg, XWLfaffl 
A=34Xl=34mg/kg, All4 , ^J:l=34X2=68mg/kg, ±UmMM=34X 
4=136mg/kg 0 

3) &m&fflm>. :fe^*=350/60X35/12=17mg/kg, &fftftija=17 
Xl=17mg/kg, :&4^iJ*=17X2=34mg/kg, &ii5?f!j*=17X4=68mg/kg 0 

4) m&mxM&ttft*&MftLmmm*i j^x^mmm: 20ml/ 

M<> * §t^&:t:=20/60 X35/3=3.9ml/kg^4ml/kg, AH^$£* 
=20/60 X 35/6=1 .94ml/kg«*2ml/kg, ^,^^4^=20/60 X 35/12=0.97ml/kg 
«* 1 ml/kg o 

5) £&XMR«L, &H#«R£«fc*. 

(4) ^H^g^^rfe (iv) .^IfftflcfflJS-iR. 
fc*5#*WH5!l*/hft 13ml/kg, ±l3.2mVkg> ft 1.6ml/kg„ 

(5) afeift^rfe 
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m^m^msoR, mm&*, #sis-24 g , mrn^^sm, hp 
30min, ^^mm^mm^^m, mm^^m^—m, itmM 

p<o.o5^p<o.oi, mmmvm. =-t^^mm^m^mm 
ms, WD%rt^um&LmiB)tfjBm (n=io) 



mtiJLftm (s) 



^S.#fe7X, 13ml/kg 

A^n^mmm 4mi/k g 

0. 63%EL-t,&^&M%i, 68mg/kg 

1 . 25%H-b& ^ftlt m , 1 36mg/kg 

2. 5%=-t&&ft&mm, 272mg/kg 



95.9±19. 59 
128.8 + 30. 64* 
120.4 + 31.35 
128.0 + 25. 33* 
137. 2 ±29. 29** 



*p<o.o5,**p<o.oi, ^^&ttmmm 0 ' 

^SD*H50,R, fm&*, Irt 220-280g, 5 BP 

& 2o%4feig^T (ig/kg,i P ) f igiiBjE+ttn. 

1mm, -£ 10cm, tp&^ftfe 2mm, -|<c 8cm) ft'f&l^A— 
5cmW4^m ttJFFX£9&***[ (50u/ml) 3ttftXZ.fttf. J» 
*«-*»A£««*MM*g f M*Z.**ttAJFF*. 50u/kg, &jg* 
SITU, *1TM£-W«A*Mgi&3j]ft 0 ¥*^J»Jg&SW#»a 
(^J*l^l±^) 0 5min JfcJFMft, Jfo«J|£;&#J^& 
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nmm (%) = cmmMik^n— i&mRsntem) -^MmMit^m. 

5 x 100% 

P<0.05s£P<0.01, l^f!8fi. 

io M^^o 

gg^E^^g^gg (n=10) 

I 1 WoVvmrn jjEggg ( mg ) jtp$ ij^(%) 

Sfi^^l ^S&7K, 3.2ml/kg 27.2 + 5. 65 

WttttJfcffl MJjft-m&Mm, 2ml/kg 16.6 + 5.33** 39 0 

1.25%HH^&JW&|+^, 21.9 + 4.95* 19.5 

34mg/kg 21.1+6.61* 22.4 

WJ*H 2. 5%H-^&i^&|«, 19.3 + 5.36** 29.0 

68mg/kg 

136mg/kg 

*P<0.05,**P<0.01, ^£&ttmM&%t 0 

IfcSD*it50K, #M220-280g, m$lfr% 5 HP 

15min,£ 20%4ft:t§Jl«T (lg/kg,ip), i*M^J5«jfiL 0 5fe^ 

4mi skm,i°mm^cm (isoamm-. mm), m^±mm^ « 

20 9), m^ifn.'bumMm&}mfeo 

&m lg-r-8oa m at 
M^n^isc^^}^) mnmu frmmfe iso. 30, 5, 1 

%Lmmmmwm: m±aa. imi &a rbc mmnti , n<c*. 3ooorp m 
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X30min, iB^ffi^W^C^JJ&tt^. 

i£i®mmm=i£mmfe^]£+±jkfemjg>< 100% 

JfiL'h*£**2£M«j£« JWF3.8%W*tt««:»fl<IJflL«EW^, SOOrpm 
X6min,±^^BP^7^jfiL/jN^jfiL^ (PRP), ^ttJPRP/g, m&tfjtfn.ft~i% 
5 'Cs 3000rpmX lOmin, ±^HBP^^jflL/jN^jfiL^ (PPP)„ ^ ADP (5X 
lO'Vol/L) Wi^#T, ^ffl PABER-1 ^JM^I£3l2£^JflL$jTa${fc (Jk 

m&mwi^jumm^m^o njjft^&Mmm&w&m (5 s- 1 r 1 s- 1 ) 

15 ^s^7jc^se^^.0jM^fgi, %Lmt¥&m, p<o.oi, 

mm^{&. dpmmm.2„m, w^m^j, p<o.oi, i*b<&. ^m^mm 
m kk mwtt^mfamfajMmizMMmmMB m (n=io> 

— £ ^ ^ g (%) 

150 s"' 30 s" 5 s" 1 S "' 



£&XtM® 6.9±0.79 8.5±0.64 11. 5± 1.29 18.9+.2.61 2.2+0.83 45.3±4.88 

raWMaa 6.8±0.93 7.8±1.00 10.0±1.40* 15.9±2.85* 1.8±0.36 45. 9±4. 01 

mm®. 7.1 + 1.07 8.3±1.05 10.7+1.71 17.5+2.80 1.8±0.43 44.3±3.20 

*ttm® 7.4±0.85 8.5±0.91 11.2+1.33 17.8±2.38 1.8±0.21 47.7+2.06 

mm® 5.8±0.69* 7.0±0.73* 9.0+1.04* 13. 8± 1.92* 1.6±0.26* 40. 0± 4. 47* 

20 *p<o.o5, ^&&ttmmmo " 
*ik ^M±uik^ummm^m^ (n=io> 











£3&7k, 3.2ml/kg 


86. 2 ±4. 43 




n^nm&mm, 2mi/k g 


48.9 + 7. 14** 
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34mg/kg 

2. 5%E.-h&% : g&mm, 68mg/kg 
W^-t&^&mm 136mg/kg 



1. 25%H-b^^^a*f^, 



68. 1 ±11. 10**' 



62. 6 ±8. 58**' 



47. 9 ±7. 88** 



**p<o.oi, 5£.&rtWMtt > %to **p<o.oi, ^mmmmm. 

(«i6K), w^&ttmm., vm&m®M, ^-b&^&m&mm 

te, SffiMo ^3%/jtEtbS«i?5T (30mg/kg,iv), 

fflJFS&2§#JF£iiBlH&, ^ffi MTV-3801CB mW^MU^UM 

^Mmc±m^m^^mnmmm^mm^mmm^ 0 & o.oimm 
*««!i«^(±»^=3t^«r)^^, 9mjskmm*m&% 2800 

\o%mftT*nmm , 6mi/k g , m&ttllfcftSFttft , liWfik. 

i5min/s, wmmm^m, ^»^^^&tk> H-t^^^^^ 

i%mwm%ik i.6mi/k go g&nug ismin 1^— «a 

fte^mm, umm, mm, mmm, %m, mm.'&±. 
K^m&LW^itLR (jfiLt) m$:&m, ^i&ms&m^im&fto 

stm^mmo aat£«Mcjg, m$^hi. &at=-bj&j&^ 

P<0.05i£P<0.01, J*iq-Hfrl!8JS. 

*12, £ftttftlg$£j0t?M@ftjgiti (n=6) 
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m. m 










~n sv HU 










3. 0±0. 89 


2. 7 + 0. 82 




mm 




2. 5±0. 84 


3. 5 + 0. 55*" 




mm 


mmm 


3.0 + 0. 89 


2.8 + 0. 75 




mt 


mmm 


2. 7±0. 81 


4.0 + 1.41 


mmm. 


mm 


mmm 


2.3+1.03 


4. 2+1. 17*"" 


*p<o.oi, ^^mmmmo 


* P<0.05, 


w p<o.oi, mswomim* 



(7) mt^ztm 



^fW^iJc^lU *+*• fes, & SPSS ^Eit^#ia^f 
5 C8) ^it 



is ^13PH«!j^^ 







ftfc^ (#p a pB) 


PHU 


99110411 


4. 46 


20000305 


6. 06 


2000010011 


4. 04 


20000414 


6. 00 


2000011413 


4. 64 


20000542 


5. 72 


2000012712 


4. 36 


20000544 


6. 16 


2000040512 


5. 48 


20000647 


6. 16 


2000061212 


5. 02 


20000719 


6. 34 
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2000072811 



5. 37 



20000859 



6. 48 



2000072812 



5. 69 



2000090811 



5. 10 



ffiffitt«ft£jta.£9&jm ph &famm%j 5.0-7.0, £&&m&& 

#p°o A tf) PH ^^B^^fffl^tt, H/T#p D R AWPH^, fife* 
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Rgl it) /ml tfjH-b&J^, 7.5-9.5mg/ml fitJ^^J, ^jg^ 

0.1-0.5mg/ml ift pH flli^^J^; ^f^W^^J^j^lt^^ 

2, HigWJ^ 1 £;#«E^ : /Ift&H-fc&Jg^ 

W^^7 1.0-7.0mg (LURgl if) /mlo 

StJ^jS^ l.0-3.5mg (WRgl it) /mlo 

ltt#Uf 37 1.4mg ( ^ Rgl it) /mlo 

5> urnum^ i ^wai?r«[ f ^fiE&^r mmmmm^m 

8t%l 7.5-9.5mg/mlo 
8.5mg/mlo 

9> 4B«$tf!jg$ 1 2 5& 3 4 WL 5 jffifcto&lt*, £#£E£^ « 

ffi&vMtettm%ftwmto. ttwm* mnnk. mm&o 
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ik m&&mm* 10 ffifttfy&ttm, ^#tE^ : mmmmw 

ftjSfcjg^ 0.1-0.5mg/mlo 

12, ii ffi&tfy&mm, 

0.3mg/mlo 

13> -^^H-tJftJfe^lWftttltftW^rtt, QteHT&m-. (1) 

80-300mg/ml, ^UgftlAJg 
J$m-, (2) tt*4 , JPA=-bJ&J& : a : , 0.1 mg- 14.0 mg 

(U*Rgl it) /ml, (3) iPApH{ftm^J, tt3l«fl[A 0.1 

-0:5mg/ml, &Jgfcti*M$g!l3. ^.BP^SBH-fcjfi^j^lfttt 

14, *ig^J5* 13 WJttt^rfe, ff&H-b&J^ 

W^S* 1.4mg ( W Rgl it) /ml. 
flsffi, g$fcg>*f 100-200mg/mlo 

16. «Wi3MWM, K#iE^ET: fti£4M*ft!l3j*r 

OTI. ^^^50mg/mlo 

17, « WBLmm* 13 jifj*»^r*, ^pH{t^ 
M%#wm&> nmm. mn&<mm&, ^^^o.3mg/mi 0 



22 



WO 2004/098623 



PCT/CN2004/000409 



jb -a- — — — #cSBi#>i 



■ ► ^p D p 



1/1 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/CN2004/000409 



A. CLASSIFICATION OF SUBJECT MATTER 

DPC(7):A61K35/78 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC(7):A61K35/78 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Chinese parent applications published by SIPO of china since 1985 and Chinese non-patent literatures published in China 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 

WPI(Derwent), CNPAT(CN), JOPAL(JP), CNKI (CN) , CFPASS (CN) , CAPS (US) , MIMOSA (JP) 
ESPACC/ACCESS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 

A 
A 



Citation of document, with indication, where appropriate, of the relevant passages 

CN,A,1 157720, 27.Aug 1997(27.08.97), see whole document 
CN,A,1273114, 15.Nov 2000 (15.11.00), see whole document 



□ Further documents arc listed in the continuation of Box C. □ See patent family 



Relevant to claim No. 
1-17 
1-17 



annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier application or patent but published on or after the 
international filing date 

"L" document which may throw doubts on priority claim (S) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

T" document published prior to the international filing date 
but later than the priority date claimed 



Date of the actual completion of the international search 
20Jul 2004 (20.07.04) 



Name and mailing address of the ISA/CN 
Xitucheng Rd., Jimen Bridge, Haidian District, 
100088 Beijing, China 
Facsimile No. 86-10-62019451 



"T* later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to involve 
an invenrive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more other such 
documents, such combination being obvious to a person 
skilled in the art 

" & " document member of the same patent family 



Date of mailingpf the international search report 

2 9- JOL2004 (2 9- 



0 7 - 2004) 



Authorized officer 

Li, 

Telephone No. 86-10-62085335 



Form PCT/ISA /210 (second sheet) (July 1998) 





PCT/CN2004/000409 


a. ±mM#& 

IPC(7):A61K35/78 

&f&mm^mfrmmopcmm®Bi&m®mftmft n»c mmtm 


B. fefRMW. 


IPC(7):A61K35/78 


/a 1985 B^jpj^^w^j $ mft&&m*?m ^.R^mmf&m^mxm 


WPI(Derwent), CNPAT(CN)> JOPAL(JP), CNKI (CN) . CFPASS (CN) , CAPS (US) , MIMOSA (JP) 
ESPACC/ACCESS 


c. mz&ft 






?\mxvc, ^3iw, ^niffi^g^ 




A 
A 


CN,A,1157720, 27,8 J!, 1997(27.08.97), mm%mf&^W^, # 
CN,A,1273114, 15,11 £,2000(15.11.00), #|SJ4£, #JSL^ 


1-17 
1-17 






"E" ^^BWS?S^^fliflKE5tM«^Fy "X" 4S9J*B*ttX#. <Xft#^«^#. tX*j3S*0rx>«t*W 


20.7^.2004 ( 20.07.04) 


9.9 • 2004 (2 9 • 0 7 - 2004) 


m&&mWW%WmMm>M — 

ISA/CN 

*®itsitim%.m.w±&& e ^(100088) 

86-10-62019451 


*ig-§5i: 86-10-620 







PCT/ISA/210 *(B 2 £)(1998 *7 M) 



